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animal species for the control of a dis-
ease that (1) occurs infrequently or (2)
occurs in limited geographic areas.

(ii) Minor species means animals other
than cattle, horses, swine, chickens,
turkeys, dogs, and cats.

(2) Animal safety, effectiveness, human
food safety, and environmental consider-
ations. Guidance documents for the
preparation and submission of data to
satisfy the requirements of section 512
of the act regarding animal safety, ef-
fectiveness, human food safety, and en-
vironmental considerations for new
animal drugs intended for a minor use
(as defined in paragraph (d)(1)(i) of this
section) are available from the Indus-
try Information Staff (HFV–11), Center
for Veterinary Medicine, Food and
Drug Administration, 7500 Standish
Pl., Rockville, MD 20855.

(i) Animal safety and effectiveness.
Where the guidance documents do not
specifically provide for a particular
minor use, the Center for Veterinary
Medicine, upon request, will advise in-
terested persons on the effectiveness
and animal safety data regarding the
minor use that will be needed to satisfy
the requirements of section 512 of the
act. Where scientifically appropriate,
the Center for Veterinary Medicine
will allow the use of animal models and
the extrapolation of data from a major
species to a minor species to satisfy
the requirements of the act.

(ii) Human food safety and environ-
mental considerations. These guidance
documents do not specifically provide
for a particular minor use. Therefore,
the Center for Veterinary Medicine
will, upon request, advise interested
persons of the data that will be needed.
Where scientifically appropriate, the
Center for Veterinary Medicine will
allow the extrapolation of data from a
major species to a minor species to sat-
isfy the requirements of the act.

(Approved by the Office of Management and
Budget under control number 0910–0032)

[40 FR 13825, Mar. 27, 1975]

EDITORIAL NOTE: For FEDERAL REGISTER ci-
tations affecting § 514.1, see the List of CFR
Sections Affected, which appears in the
Finding Aids section of the printed volume
and on GPO Access.

§ 514.4 Substantial evidence.
(a) Definition of substantial evidence.

Substantial evidence means evidence
consisting of one or more adequate and
well-controlled studies, such as a study
in a target species, study in laboratory
animals, field study, bioequivalence
study, or an in vitro study, on the basis
of which it could fairly and reasonably
be concluded by experts qualified by
scientific training and experience to
evaluate the effectiveness of the new
animal drug involved that the new ani-
mal drug will have the effect it pur-
ports or is represented to have under
the conditions of use prescribed, rec-
ommended, or suggested in the labeling
or proposed labeling thereof. Substan-
tial evidence shall include such ade-
quate and well-controlled studies that
are, as a matter of sound scientific
judgment, necessary to establish that a
new animal drug will have its intended
effect.

(b) Characteristics of substantial evi-
dence—(1) Qualifications of experts. Any
study that is intended to be part of
substantial evidence of the effective-
ness of a new animal drug shall be con-
ducted by experts qualified by sci-
entific training and experience.

(2) Intended uses and conditions of use.
Substantial evidence of effectiveness of
a new animal drug shall demonstrate
that the new animal drug is effective
for each intended use and associated
conditions of use for and under which
approval is sought.

(i) Dose range labeling. Sponsors
should, to the extent possible, provide
for a dose range because it increases
the utility of the new animal drug by
providing the user flexibility in the se-
lection of a safe and effective dose. In
general, substantial evidence to sup-
port dose range labeling for a new ani-
mal drug intended for use in the diag-
nosis, cure, mitigation, treatment, or
prevention of disease must consist of at
least one adequate and well-controlled
study on the basis of which qualified
experts could fairly and reasonably
conclude that the new animal drug will
be effective for the intended use at the
lowest dose of the dose range suggested
in the proposed labeling for that in-
tended use. Substantial evidence to
support dose range labeling for a new
animal drug intended to affect the
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structure or function of the body of an
animal generally must consist of at
least one adequate and well-controlled
study on the basis of which qualified
experts could fairly and reasonably
conclude that the new animal drug will
be effective for the intended use at all
doses within the range suggested in the
proposed labeling for the intended use.

(ii) [Reserved]
(3) Studies—(i) Number. Substantial

evidence of the effectiveness of a new
animal drug for each intended use and
associated conditions of use shall con-
sist of a sufficient number of current
adequate and well-controlled studies of
sufficient quality and persuasiveness to
permit qualified experts:

(A) To determine that the param-
eters selected for measurement and the
measured responses reliably reflect the
effectiveness of the new animal drug;

(B) To determine that the results ob-
tained are likely to be repeatable, and
that valid inferences can be drawn to
the target animal population; and

(C) To conclude that the new animal
drug is effective for the intended use at
the dose or dose range and associated
conditions of use prescribed, rec-
ommended, or suggested in the pro-
posed labeling.

(ii) Types. Adequate and well-con-
trolled studies that are intended to
provide substantial evidence of the ef-
fectiveness of a new animal drug may
include, but are not limited to, pub-
lished studies, foreign studies, studies
using models, and studies conducted by
or on behalf of the sponsor. Studies
using models shall be validated to es-
tablish an adequate relationship of pa-
rameters measured and effects ob-
served in the model with one or more
significant effects of treatment.

(c) Substantial evidence for combination
new animal drugs—(1) Definitions. The
following definitions of terms apply to
this section:

(i) Combination new animal drug
means a new animal drug that contains
more than one active ingredient or ani-
mal drug that is applied or adminis-
tered simultaneously in a single dosage
form or simultaneously in or on animal
feed or drinking water.

(ii) Dosage form combination new ani-
mal drug means a combination new ani-

mal drug intended for use other than in
animal feed or drinking water.

(iii) Antibacterial with respect to a
particular target animal species means
an active ingredient or animal drug:
That is approved in that species for the
diagnosis, cure, mitigation, treatment,
or prevention of bacterial disease; or
that is approved for use in that species
for any other use that is attributable
to its antibacterial properties. But,
antibacterial does not include
ionophores or arsenicals intended for
use in combination in animal feed or
drinking water.

(iv) Appropriate concurrent use exists
when there is credible evidence that
the conditions for which the combina-
tion new animal drug is intended can
occur simultaneously.

(2) Combination new animal drugs that
contain only active ingredients or animal
drugs that have previously been sepa-
rately approved.

(i) For dosage form combination new
animal drugs, except for those that
contain a nontopical antibacterial,
that contain only active ingredients or
animal drugs that have previously been
separately approved for the particular
uses and conditions of use for which
they are intended in combination, a
sponsor shall demonstrate:

(A) By substantial evidence, as de-
fined in this section, that any active
ingredient or animal drug intended
only for the same use as another active
ingredient or animal drug in the com-
bination makes a contribution to the
effectiveness of the combination new
animal drug;

(B) That each active ingredient or
animal drug intended for at least one
use that is different from all the other
active ingredients or animal drugs used
in the combination provides appro-
priate concurrent use for the intended
target animal population; and

(C) That the active ingredients or
animal drugs are physically compatible
and do not have disparate dosing regi-
mens if FDA, based on scientific infor-
mation, has reason to believe the ac-
tive ingredients or animal drugs are
physically incompatible or have dis-
parate dosing regimens.

(ii) For combination new animal
drugs intended for use in animal feed
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or drinking water that contain only ac-
tive ingredients or animal drugs that
have previously been separately ap-
proved for the particular uses and con-
ditions of use for which they are in-
tended in combination, the sponsor
shall demonstrate:

(A) By substantial evidence, as de-
fined in this section, that any active
ingredient or animal drug intended
only for the same use as another active
ingredient or animal drug in the com-
bination makes a contribution to the
effectiveness of the combination new
animal drug;

(B) For such combination new animal
drugs that contain more than one anti-
bacterial ingredient or animal drug, by
substantial evidence, as defined in this
section, that each antibacterial makes
a contribution to labeled effectiveness;

(C) That each active ingredient or
animal drug intended for at least one
use that is different from all other ac-
tive ingredients or animal drugs used
in the combination provides appro-
priate concurrent use for the intended
target animal population; and

(D) That the active ingredients or
animal drugs intended for use in drink-
ing water are physically compatible if
FDA, based on scientific information,
has reason to believe the active ingre-
dients or animal drugs are physically
incompatible.

(3) Other combination new animal
drugs. For all other combination new
animal drugs, the sponsor shall dem-
onstrate by substantial evidence, as de-
fined in this section, that the combina-
tion new animal drug will have the ef-
fect it purports or is represented to
have under the conditions of use pre-
scribed, recommended, or suggested in
the proposed labeling and that each ac-
tive ingredient or animal drug contrib-
utes to the effectiveness of the com-
bination new animal drug.

[64 FR 40756, July 28, 1999]

§ 514.6 Amended applications.
The applicant may submit an amend-

ment to an application that is pending,
including changes that may alter the
conditions of use, the labeling, safety,
effectiveness, identity, strength, qual-
ity, or purity of the drug or the ade-
quacy of the manufacturing methods,
facilities, and controls to preserve

them, in which case the unamended ap-
plication may be considered as with-
drawn and the amended application
may be considered resubmitted on the
date on which the amendment is re-
ceived by the Food and Drug Adminis-
tration. The applicant will be notified
of such date.

§ 514.7 Withdrawal of applications
without prejudice.

The sponsor may withdraw his pend-
ing application from consideration as a
new animal drug application upon writ-
ten notification to the Food and Drug
Administration. Such withdrawal may
be made without prejudice to a future
filing. Upon resubmission, the time
limitation will begin to run from the
date the resubmission is received by
the Food and Drug Administration.
The original application will be re-
tained by the Food and Drug Adminis-
tration although it is considered with-
drawn. The applicant shall be furnished
a copy at cost on request.

§ 514.8 Supplemental new animal drug
applications.

(a)(1) After a new animal drug appli-
cation is approved, a supplemental new
animal drug application may propose
changes. A supplemental application
may omit statements made in the ap-
proved application concerning which
no change is proposed. Each supple-
mental application shall include up-to-
date reports of any of the kinds of in-
formation required by § 510.300(a) of
this chapter that has not previously
been submitted. A supplemental appli-
cation shall be accompanied by either
a claim for categorical exclusion under
§ 25.30 or § 25.33 of this chapter or an en-
vironmental assessment under § 25.40 of
this chapter.

(2) A supplemental new animal drug
application shall be submitted for any
change beyond the variations provided
for in the application, including
changes in the scale of production such
as from pilot-plant to production
batch, that may alter the conditions of
use, the labeling, safety, effectiveness,
identity, strength, quality, or purity of
the new animal drug, or the adequacy
of the manufacturing methods, facili-
ties, or controls to preserve them.
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